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AAC97073 1495 aa 

MEK kinase 1 [Homo sapiens] . 
AAC97073 

AAC97073 .1 GI: 2815888 

locus AF042838 accession AF042838. 



linear PRI 17-DEC-1998 



CDS 



ORIGIN 



Homo sapiens (human) 
Homo sapiens 

Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi / 
Mammalia; Eutheria; Primates; Catarrhini ; . Hominidae ; Homo. 

1 (residues 1 to 1495) 

Xia,Y., Wu,Z., Su,B., Murray, B. and Karin,M. 

JNKKl organizes a MAP kinase module through specific and sequential 

interactions with upstream and downstream components mediated by 

its amino-terminal extension 

Genes Dev. 12 (21), 3369-3381 (1998) 

99026111 

9808624 

2 (residues 1 to 1495) 
Xia,Y., Su,B. and Karin,M. 
Direct Submission 

Submitted (13 - JAN-1998) Pharmacology, University of California at 
San Diego, 9500 Oilman Drive, La Jolla, CA 92093, USA 
Method: conceptual translation supplied by author. 

Location/Qualif iers 

1. .1495 

/organism="Homo sapiens" 
/db__xref = " taxon : 9606 " 
/cell_type="T cells; B cells" 
<1. . 1495 

/product="MEK kinase 1" 
/name= "protein kinase MEKKl" 
1. .1495 
/gene= "MEKKl" 

/coded_by="AF042 83 8 . 1 : <1 . .4488" 
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WEST Search History 



DATE: Friday, February 14, 2003 

Set Name Query Hit Count Set Name 

side by side result set 

DB=USPT.PGPB,JPAB,EPAB.DWPI; PLUR^YES; OP=ADJ 

L6 L5andl4 3 L6 

L5 L3 and placenta 42 L5 

L4 L3nearl0(gene?ornucle?) 20 L4 

L3 MEKKl or mekk or map3kl or mapkkkl 238 L3 

DB=USPT; PLUR^YES; OP=ADJ 

L2 6168950 3 L2 

LI 6288142 1 LI 

END OF SEARCH HISTORY 
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Generate Collection 



Print 1 



Search Results - Record(s) 1 through 3 of 3 returned. 



□ 1. Document ID: US 20020172940 Al 

L6: Entry 1 of 3 File: PGPB 



Nov 21, 2002 



PGPUB-DOCUMENT-NUMBER: 20020172940 
PGPUB-FILING-TYPE: new 

DOCUMENT- IDENTIFIER: US 20020172940 Al 

TITLE: Methods and reagents for isolating biologically active peptides 
PUBLICATION-DATE: November 21, 2 002 



INVENTOR- INFORMATION : 
NAME 

Gyuris, Jeno 
Morris, Aaron J. 



CITY 

Winchester 
Boston 



STATE COUNTRY 
MA US 
MA US 



RULE-4 7 



US -CL- CURRENT: 435/5; 435/7.1, 435/7.32, 436/518, 530/324, 530/350 



Reference | Sequences I Attachmentsl Claims 



□ 2. Document ID: US 20020025536 Al 

L6: Entry 2 of 3 File: PGPB 



Feb 28, 2002 



PGPUB-DOCUMENT-NUMBER: 20020025536 
PGPUB-FILING-TYPE: new 

DOCUMENT- IDENTIFIER: US 20020025536 Al 

TITLE: Methods and reagents for isolating biologically active antibodies 
PUBLICATION-DATE: February 28, 2002 



INVENTOR- INFORMATION : 
NAME 

Gyuris, Jeno 

Ewert , Sebastian-Meier 

Nagy, Zolton 

Morris, Aaron 



CITY 

Winchester 
Wolf rat shausen 
Wolf rat shausen 
Brighton 



STATE COUNTRY 
MA US 



MA 



DE 
DE 
US 



US -CL- CURRENT: 435/7.1; 435/5, 435/69.1 



RULE-47 



Sequences Attachments Claims 



□ 3. Document ID: US 64201 10 Bl 

L6: Entry 3 of 3 File: USPT 



Jul 16, 2002 
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PASSWORD: 
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* Welcome to STN International **★*★**★★* 


NEWS 


1 






Web Page URLs for STN Seminar Schedule - N. America 


NEWS 
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Apr 


08 


"Ask CAS" for self-help around the clock 


NEWS 
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Apr 


09 


BEILSTEIN: Reload and Implementation of a New Subject Area 


NEWS 


4 


Apr 


09 


2DB will be removed from STN 


NEWS 


5 


Apr 


19 


US Patent Applications available in IFICDB, IFIPAT, and IFIUDB 


NEWS 


6 


Apr 


22 


Records from IP.com available in CAPLUS, HCAPLUS, and 2CAPLUS 


NEWS 


7 


Apr 


22 


BIOSIS Gene Names now available in TOXCENTER 


NEWS 
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Apr 


22 


Federal Research in Progress (FEDRIP) now available 


NEWS 
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Jun 


03 


New e-mail delivery for search results now available 


NEWS 


10 


Jun 


10 


MEDLINE Reload 


NEWS 


11 


Jun 


10 


PCTFULL has been reloaded 


NEWS 


12 


Jul 


02 


FOREGE no longer contains STANDARDS file segment 


NEWS 


13 


Jul 


22 


USAN to be reloaded July 28, 2 0 02; 










saved answer sets no longer valid 


NEWS 


14 


Jul 


29 


Enhanced polymer searching in REGISTRY 


NEWS 


15 


Jul 


30 


NETFIRST to be removed from STN 


NEWS 


16 


Aug 


08 


CANCERLIT reload 


NEWS 


17 


Aug 


08 


PHARMAMarketLetter (PHARMAML) - new on STN 


NEWS 


18 


Aug 


08 


NTIS has been reloaded and enhanced 


NEWS 


19 


Aug 


19 


Aquatic Toxicity Information Retrieval (AQUIRE) 










now available on STN 


NEWS 


20 


Aug 


19 


IFIPAT, IFICDB, and IFIUDB have been reloaded 


NEWS 


21 


Aug 


19 


The MEDLINE file segment of TOXCENTER has been reloaded 


NEWS 


22 


Aug 


26 


Sequence searching in REGISTRY enhanced 


NEWS 


23 


Sep 


03 


JAPIO has been reloaded and enhanced 


NEWS 


24 


Sep 


16 


Experimental properties added to the REGISTRY file 


NEWS 


25 


Sep 


16 


CA Section Thesaurus available in CAPLUS and CA 


NEWS 


26 


Oct 


01 


CASREACT Enriched with Reactions from 1907 to 1985 


NEWS 


27 


Oct 


21 


EVENTLINE has been reloaded 


NEWS 


28 


Oct 


24 


BEILSTEIN adds new search fields 


NEWS 


29 


Oct 


24 


Nutraceuticals International (NUTRACEUT) now available on STN 


NEWS 


30 


Oct 


25 


MEDLINE SDI run of October 8, 2002 


NEWS 


31 


Nov 


18 


DKILIT has been renamed APOLLIT 


NEWS 


32 


Nov 


25 


More calculated properties added to REGISTRY 


NEWS 


33 


Dec 


02 


TIBKAT will be removed from STN 


NEWS 


34 


Dec 


04 


CSA files on STN 


NEWS 


35 


Dec 


17 


PCTFULL now covers WP/PCT Applications from 1978 to date 


NEWS 


36 


Dec 


17 


TOXCENTER enhanced with additional content 


NEWS 


37 


Dec 


17 


Adis Clinical Trials Insight now available on STN 


NEWS 


38 


Dec 


30 


ISMEC no longer available 


NEWS 


39 


Jan 


13 


Indexing added to some pre -1967 records in CA/ CAPLUS 


NEWS 


40 


Jan 


21 


NUTRACEUT offering one free connect hour in February 2 003 


NEWS 


41 


Jan 


21 


PHARMAML offering one free connect hour in February 2003 


NEWS 


42 


Jan 


29 


Simultaneous left and right truncation added to COMPENDEX, 










ENERGY, INS PEC 


NEWS 


43 


Feb 


13 


CANCERLIT is no longer being updated 



NEWS EXPRESS January 6 CURRENT WINDOWS VERSION IS V6.01a, 

CURRENT MACINTOSH VERSION IS V6.0b(ENG) AND V6.0Jb(JP), 
AND CURRENT DISCOVER FILE IS DATED 01 OCTOBER 2002 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 



NEWS PHONE Direct Dial and ^^pcommunication Network Access ^^^TN 
NEWS WWW CAS World Wide wS^Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic . 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************* STN Columbus ****★*★*★**★★** 
FILE 'HOME' ENTERED AT 23:08:33 ON 14 FEB 2003 
=> FIL .ELIZ 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE 'MEDLINE' ENTERED AT 23:08:45 ON 14 FEB 2 003 

FILE 'SCISEARCH' ENTERED AT 23:08:45 ON 14 FEB 2003 

COPYRIGHT (C) 2003 Institute for Scientific Information (ISI) (R) 

FILE 'LIFESCI' ENTERED AT 23:08:45 ON 14 FEB 2003 
COPYRIGHT (C) 2003 Cambridge Scientific Abstracts (CSA) 



FILE 'BIOTECHDS' ENTERED AT 23:08:45 ON 14 FEB 2003 

COPYRIGHT (C) 2003 THOMSON DERWENT AND INSTITUTE FOR SCIENTIFIC INFORMATION 

FILE 'BIOSIS' ENTERED AT 23:08:45 ON 14 FEB 2003 
COPYRIGHT (C) 2003 BIOLOGICAL ABSTRACTS INC. (R) 

FILE 'EMBASE' ENTERED AT 23:08:45 ON 14 FEB 2003 

COPYRIGHT (C) 2003 Elsevier Science B.V. All rights reserved. 

FILE 'HCAPLUS' ENTERED AT 23:08:45 ON 14 FEB 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS " FOR DETAILS. 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'NTIS' ENTERED AT 23:08:45 ON 14 FEB 2003 

Compiled and distributed by the NTIS, U.S. Department of Commerce. 
It contains copyrighted material . 
All rights reserved. (2003) 

FILE 'ESBIOBASE' ENTERED AT 23:08:45 ON 14 FEB 2003 

COPYRIGHT (C) 2003 Elsevier Science B.V., Amsterdam. All rights reserved. 
FILE 'BIOTECHNO' ENTERED AT 23:08:45 ON 14 FEB 2003 

COPYRIGHT (C) 2003 Elsevier Science B.V., Amsterdam. All rights reserved. 

FILE 'WPIDS' ENTERED AT 23:08:45 ON 14 FEB 2 0 03 
COPYRIGHT (C) 2 003 THOMSON DERWENT 

=> S MEKKl 

LI 2054 MEKKl 

=> S LI AND PY=1993 

L2 0 LI AND PY=1993 

=> S LI (lOA) PLACENTA 

L3 1 LI (lOA) PLACENTA 
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L3 ANSWER 1 OF 1 HCAPLUS CO^BEGHT 2 003 ACS 

an' 2000:84978 HCAPLUS 
DN 132:133888 

TI Forkhead-associated domain protein MIFl interacting with MEKKl kinases and 
the gene encoding it and the regulation of the MEKK signal transduction 
pathway 

IN Marcireau, Christophe; Multon, Marie-christine; Polard-housset , Valerie 
PA Rhone -Poulenc Rorer S.A., Fr. 
SO PCT Int. Appl., 7 9 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 
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RE.CNT 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS RECORD 
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= > D AB 

L3 ANSWER 1 OF 1 HCAPLUS COPYRIGHT 2 003 ACS 

AB The present invention relates to a novel protein of the MEKK signal 

transduction pathway, and the gene encoding it. The invention further 
relates to diagnostic and therapeutic uses of the protein or the gene, and 
to methods of screening for agonists or antagonists of the protein, 
particularly with respect to MEKK activity. In particular, the invention 
provides a gene encoding MIFl, the MIFl protein, and antibodies that 
specifically bind MIFl. MIFl and the MIFl gene can be used in screening 
assays, particularly to identify agonists and antagonists of MIFl 
interaction with MEKK, and thus modulators of the MEKK signal pathway. 
MIFl gene (or cDNA) can also be delivered to cells, e.g., for in vitro 
screening or testing, or in vivo or ex vivo for gene therapy. The protein 
was identified using a two-hybrid screen. The mRNA was found in all 
tissues tested and was most abundant in heart, pancreas and placenta with 
evidence of alternate splicing in the placenta. 



=> S LI (lOA) HUMAN 

7 FILES SEARCHED . . . 
L4 83 LI (lOA) HUMAN 

=> S L4 (lOA) (DNA OR GENE? OR NUCLE?) 

2 FILES SEARCHED. . . 

5 FILES SEARCHED. . . 

7 FILES SEARCHED. . . 
10 FILES SEARCHED... 
L5 17 L4 (lOA) (DNA OR GENE? OR NUCLE?) 

=> DUP REM L5 

PROCESSING COMPLETED FOR L5 

L6 12 DUP REM L5 (5 DUPLICATES REMOVED) 



=> D 1-12 
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AN 2 002:978087 HCAPLUS 
DN 138:53906 

TI" Gene expression profiles for diagnosis of breast cancer patients and 

classification based on estrogen receptor and BRCAl and prognosis 
IN Dai, Hongyue; He, Yudong; Linsley, Peter S.; Mao, Mao; Roberts, 

Christopher J.; Van't Veer, Laura Johanna; Van de Vijver, Marc J.; 

Bernards, Rene; Hart, A. A. M. 
PA Rosetta Inpharmatics , Inc., USA 
SO PCX Int. Appl., 187 pp. 
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DT Patent 
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L6 ANSWER 2 OF 12 HCAPLUS COPYRIGHT 2 003 ACS 
AN 2002:505721 HCAPLUS 
DN 137:245071 

TI Activation of human monoamine oxidase B gene expression by a protein 

kinase C MAPK signal transduction pathway involves c-Jun and Egr-1 
AU Wong, Wai K. ; Ou, Xiao-Ming; Chen, Kevin; Shih, Jean C. 

CS Department of Molecular Pharmacology and Toxicology, School of Pharmacy, 
University of Southern California, Los Angeles, CA, 90089-9121, USA 

SO Journal of Biological Chemistry (2002), 277(25), 22222-22230 
CODEN: JBCHA3; ISSN: 0021-9258 

PB American Society for Biochemistry and Molecular Biology 

DT Journal 

LA English 
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L6 ANSWER 3 OF 12 HCAPLUS COPYRIGHT 2003 ACS DUPLICATE 1 

AN 2001:10070 HCAPLUS 
DN 134:82715 

TI Antisense modulation of MEKKl expression for therapeutic application 
IN Monia, Brett P.; Gaarde, William; Ward, Donna T. ; Cowsert, Lex M. 
PA Isis Pharmaceuticals, Inc., USA 
SO U.S. , 35 pp. 

CODEN: USXXAM 
DT Patent 
LA English 
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AB WO 9941385 A UPAB : 20021031 

NOVELTY - A MEK kinase, designated MEKKl, is new. 

DETAILED DESCRIPTION - Isolated polypeptides (PI and P2 respectively) 

comprise : 

(a) a fragment of a polypeptide comprising the 1493 (I) or 1302 (II) 
amino acid (aa) sequence (given in the specification) ; 

(b) a naturally occurring allelic variant of a polypeptide comprising 
sequence (I) or (II) , encoded by a nucleic acid molecule (NAM) which 
hybridizes under stringent conditions to respectively the 5253 (III) or 
3911 (IV) nt sequence (given in the specification) ; 



(c) a polypeptide enc^Bd by sequence III or IV, and 

(d) a polypeptide compPTsing sequence (I) or (II) . 
INDEPENDENT CLAIMS are also included for the following: 

(1) isolated NAM'S (Nl and N2 respectively) comprising: 

(a) a fragment of at least 100 contiguous nt of sequence (III) or 

(IV) ; 

(b) the nt sequence of (III) or (IV) , or their complement; 

(c) a NAM encoding a polypeptide comprising (I) or (II) / 

(d) a NAM encoding a polypeptide comprising at least 15 contiguous aa 
residues of (I) or (II) ; 

(e) a NAM encoding a natural allelic variant of (I) or (II) , which 
hybridizes under stringent conditions to (III) or (IV) , respectively; 

(f) a nucleic acid antisense to the coding strand of a NAM having 
sequence (III) or (IV), respectively; 

(2) a host cell containing Nl or N2; 

(3) a fusion protein of PI or P2 operatively linked to heterologous 
aa sequences; 

(4) an antibody which selectively binds to PI or P2 ; 

(5) producing PI or P2 by culturing the host cell; 

(6) detecting a MEKKl polypeptide in a sample by: 

(a) contacting the sample with a compound which selectively binds the 
polypeptide, and 

(b) detecting bound compound; 

(7) detecting presence of a MEKKl nucleic acid in a sample by: 

(a) contacting the sample with a nucleic acid probe or primer which 
selectively binds the nucleic acid, and 

(b) detecting bound probe or primer; 

(8) detecting biological activity of a MEKKl polypeptide in a sample 
by contacting the sample with an agent capable of detecting MEKKl 
activity; 

(9) modulating MEKKl activity by contacting a cell with an agent that 
modulates MEKKl activity, particularly an antibody that binds MEKKl 
protein or a nucleic acid antisense to MKEKKl mRNA; 

(10) detecting a genetic alteration characterized by aberrant 
modification or mutation of a gene encoding a MEKKl protein, and/or 
mis -regulation of that gene, and/or aberrant post-translational 
modification of a MEKKl protein, where a wild-type form of that gene 
encodes a protein with MEKKl activity; 

(11) an isolated active fragment of a MEKKl protein which mediates 
apoptosis, comprising an amino acid sequence at least 75% homologous to 
about residues 875-1493 of sequence (I) ; 

(12) an isolated protease-resistant MEKKl protein, comprising a 
sequence at least 75% homologous to sequence (I) , where at least one aa 
equivalent to residues 871-874 is substituted such that the MEKK 1 protein 
is resistant to proteolysis by a caspase after amino acid 874; 

(13) an isolated NAM encoding an active fragment of a MEKKl 
polypeptide that mediates apoptosis, and comprising a sequence at least 75 
(preferably 95)% homologous to about nt 2637-4493 of sequence (III); 

(14) an isolated NAM encoding the protease-resistant MEKKl protein of 

(12) ; 

(15) an expression vector comprising the NAM of (13) or (14) ; 

(16) a host cell comprising one of the expression vectors; 

(17) an isolated NAM encoding a protease-resistant MEKKl protein 
comprising (II) , with at least one codon encoding an aa equivalent to at 
least one of aa 681-684 of (II) , so that the encoded protein is resistant 
to proteolysis by a caspase after an aa equivalent to 681-684; 

(18) stimulating apoptosis in a cell comprising introducing an 
expression vector encoding a MEKKl active fragment; 

(19) inhibiting apoptosis in a cell comprising introducing 
protease-resistant MEKKl protein; 

(2 0) generating a MEKKl active fragment in vitro, comprising 
contacting a MEKKl protein with a caspase protease under proteolysis 
conditions, and allowing the MEKKl protein to be cleaved to generate an 
active fragment, and 

(21) identifying a compound that modulates proteolytic cleavage of a 
MEKKl protein by caspase protease comprising contacting the protein and 
protease with a candidate compound and determining the effect of the 
compound on proteolytic cleavage. 

ACTIVITY - Regulatory: MEKKl functions to integrate proteases and 



signal transduction pathwa^^jto regulate cellular apoptosis^^ 

MECHANISM OF ACTION -^Wzymatic: MEKK proteins are serMe- threonine 
protein kinases that phosphorylate and regulate MEK proteins. 

USE - A MEKKl modulator is used to treat a disorder characterized by 
aberrant MEKKl protein or nucleic acid expression or activity (claimed) . 

ADVANTAGE - None given 
Dwg. 0/25 
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AB A combination of in vitro embryonic stem (ES) cell differentiation and 

targeted gene disruption has defined complex regulatory events underlying 
oxidative stress -induced cardiac apoptosis, a model of postischemic 
reperfusion injury of myocardium. ES cell-derived cardiac myocytes (ESCM) 
having targeted disruption of the MEKKl gene were extremely sensitive, 
relative to wild-type ESCM, to hydrogen peroxide -induced apoptosis. In 
response to oxidative stress, MEKKl-/- ESCM failed to activate c-Jun 
kinase (JNK) but did activate p38 kinase similar to that observed in 
wild- type ESCM. The increased apoptosis was mediated through enhanced 
tumor necrosis factor alpha production, a response that was positively and 
negatively regulated by p3 8 and the MEKKl -JNK pathway, respectively. Thus, 
MEKKl functions in the survival of cardiac myocytes by inhibiting the 
production of a proapoptotic cytokine. MEKKl regulation of the JNK pathway 
is a critical response for the protection against oxidative stress -induced 
apoptosis in cardiac myocytes . 
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AB Involucrin is a marker of keratinocyte terminal differentiation. Our 
previous studies show that involucrin mRNA levels are increased by the 
keratinocyte differentiating agent, 12 -0-tetradecanoylphorbol- 13 -acetate 
(TPA) (Welter, J. F., Crish, J. F., Agarwal, C, and Eckert, R. L. (1995) 
J. Biol. Chem. 270, 12614-12622), We now study the signaling cascade 
responsible for this regulation. Protein kinase C and tyrosine kinase 
inhibitors inhibit both the TPA-dependent mRNA increase and the 
TPA-dependent increase in hINV promoter activity. The relevant response 
element is located within the promoter proximal regulatory region and 
includes an API site, APl-1. Co-transf ection of the hINV promoter with 
dominant neg. forms of Ras, MEKKl, MEKl, MEK7, MEK3 , p38/RK, and c-Jun 
inhibit the TPA-dependent increase. Wild type MEKKl enhances promoter 
activity and the activity can be inhibited by dominant neg. MEKKl, MEKl, 
MEK7, MEK3, p38/RK, and C-Jun. In contrast, wild type Raf-1, ERKl, ERK2 , 
MEK4, or JNKl produced no change in activity and the dominant neg. forms 
of these kinases failed to suppress TPA-dependent transcription. 
Treatment with an S6 kinase (S6K) inhibitor, or transfection with 
constitutively active S6K produced relatively minor changes in promoter 
activity, ruling out a regulatory role for S6K. These results suggest 
that activation of involucrin transcription involves a pathway that 
includes protein kinase C, Ras, MEKKl, MEK3, and p3 8/RK. Addnl . pathways 
that transfer MEKKl activation via MEKl and MEK7 also may function, but 
the downstream targets of these kinases need to be identified. API 
transcription factors appear to be the ultimate target of this regulation. 
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